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(57) [mm (57)[ABSTRACT OF THE DISCLOSURE] 

[B#J]. [PURPOSE] 

T ^^r-ttii^gfiM While providing the chemicals which inhibit the 

WJHH <t ft 5 £ffcc£>i§^ij>?j- excess response reaction of the biological body 

JfcRJ&%:1ftlfflTZ> , <b 0 ;blj\ leading to an allergic disease or an autoimmune 

ttfcM^E'mJfa^igM&ftiMTZ) disease and which divide and control 

Mffl&$k®i1~ 5 ^cd^C multiplication of an antibody producing cell, it 

faM&lMlt&iRifflffl&fjiG-t 5 r. provides the allergic disease therapeutic agent 

<t < > with which safety is high and with which it has 

^iSr^ t57 W^- tfe^Sik sufficient drug activity by mixing this antibody 

3fc3& i B^&S^Ef&S? productivity cell inhibitor, and the autoimmune 

^£$H&i"3 0 disease therapeutic agent. 
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fi 5 .1 UX ft 2 S£*± SrgtftiH 



[CONSTITUTION] 

Let the one or more chosen from the salt of a 
nucleoside, nucleotide, and nucleotide be an 
antibody-producing-cell inhibitor, It mixes this 
with the allergic disease therapeutic agent or 
the autoimmune disease therapeutic agent. 



[CLAIMS] 



1 1 



[CLAIM 1] 

The antibody-producing-cell inhibitor which is 
made up of one or more chosen from the salt of 
a nucleoside, nucleotide, and nucleotide. 



[»3ft£.2 ] [CLAIM 2] 

fulfil ^ i/^-v' K/5 S -Y y \s"s/fK antibody-producing-cell inhibitor of Claim 1, In 
t'fcSii t"5W^*f which said nucleoside is the inosine. 



[If im. 3 ] [CLAIM 3] 

fttilS^ ^ l^^"^ K/JW / A antibody-producing-cell inhibitor of Claim 1, in 
it'fc^riS: W®L t -t Z> ft which said nucleotide is inosinic acid. 



[fiWf4] [CLAIM 4] 

Ih*^ 1 ~ 3 cov^T tb#> 1 3® Allergic disease therapeutic agent which 

KlfcM(Dfoi$.M / k$l$&%\}MM % contains the antibody-producing-cell inhibitor of 

^yfafoftk LtMt57Wi/ any one of Claim 1-3 as an active ingredient. 



[fft$9 5 ] [CLAIM 5] 

feMtVMMX'fo <5 t ~&W$< It is an external preparation for skin. 
t~t 5sf^:^4|E^WT Allergic disease therapeutic agent of Claim 4 
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characterized by the above-mentioned. 



[tmm 6 J [CLAIM 6] 

ft^il l ~ 3 <DV^-f tifr l if Autoimmune disease therapeutic agent which 

lcm$.(Dtfif$m£.M&-$\MM& contains the antibody-producing-cell inhibitor of 

W#Jfi£# t L T^^Tf 5 i any one of Claim 1 -3 as an active ingredient. 



[DETAILED DESCRIPTION OF THE 
INVENTION] 



[0 0 0 1 ] 



[0001] 

[INDUSTRIAL APPLICATION] 

This invention relates to an 
antibody-producing-cell inhibitor, the allergic 
disease therapeutic agent, and the autoimmune 
disease therapeutic agent. 
Specifically, it is related with the 
antibody-producing-cell inhibitor chosen from 
the salt of a nucleoside, nucleotide, and 
nucleotide, the allergic disease therapeutic 
agent which contains this as an active 
ingredient, and the autoimmune disease 
therapeutic agent. 



[0 0 0 2] 



[0002] 



[^*©Sf] [PRIOR ART] 

t^&^^'L^fS?^ In recent years, the disease person of allergic 

y^^^jUO^.it^W\/\ diseases, such as autoimmune diseases, such 

ftx]JrvF-77, r^fpttSlj as systemic lupus erythematosus, tuberosity 

MffiMifr, fef^fb^., periarteritis, scleroderma, dermatomyositis, and 

litePtfi y 3-vff©ga^ a rheumatoid arthritis, or hay fever, hay fever, 

££2£1^ W&fiEs an atopic dermatitis, and delayed type contact 
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7 h fc°— &fej^tfc s iljjff dermatitis, is increasing rapidly with a variation 

Nfc^OT WU^-tt of the life style centering on eating habits. 

3j£fi©ffiB##**|tf LTl/^o In particular about hay fever, the number of 

ft^£Et-o^Tte N 3 A patients is increasing, so that it is said that one 

\Z- 1 A* 5 Sift LTV^S l^frti per three person has fallen ill. 

S#ifcti±f ALTV^So Moreover, also about the plant leading to hay 

^^2£<7)I^0 t frSfit^j fever, it does not stop at a spring Japanese 

\z.r>\^X^ s ^<n^XzM% £>i\ cedar, but Kunugi, a camphor tree, a ragweed, 

tfl, ^ ^ f\ ^ ^ T and Solidago serotina and a kind also increase, 

Vtf^V $ bMMhi^Z-^ therefore it also boils a season over the years 

~C, tii^tdllS J: 5 and it has come to continue. 

[0 0 0 3] [0003] 

rix^©7W^^tt^I^S It is supposed that the excess response in 

B&S^liWu fei^M^^WflS^ human bodies, such as an antibody producing 

OAfc\z&tf%i!!hffl^J&ft : t<D cell, is these allergic diseases and autoimmune 

W^Xh^t ZtiX^Zo fflz- diseases that cause. 

(f N SSMEItli^ For example, the presence of a variegated 

§ Btrifl^ § SffiJ^JI&fE y autoantibody and the self-antigen sensitization 

&(DfctEffil$M£tiXi$ , § lymphoid corpuscle being checked, and having 

B#l{£¥$U MfW&i^t^ started the tissue damage on the basis of the 

JlSiftffctt* ^7^flil&^#l4<£> reaction of autoantibody independence, the 

SJfcW 1 1 \zMffi$tf. L complement dependent, phagocyte antibody 

TV ^5 r. t t^lfc^Wfil^fc property, and the killer cell dependence is also 

tiTV><5 0 £fc, 7^^f- 14 experimentally confirmed by the autoimmune 

MBhmmm^tt1-%±mM disease. 

<DMMffiffifx.l&Xh 9 > iTCffcH Moreover, an allergic disease is also the 

^'m^^MMJt^f^mxh excessive self-defense reaction by the side of 

5 t ^tbTV^o the biological body with respect to an external 

antigen. 

It is supposed that the excess response of an 
antibody producing cell etc. is the cause. 

[0 0 0 4] [0004] 

:ffl|/i7^^i$£|^g The administration of an antihistamine, a 
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t^5fect steroid, etc. has been conventionally performed 

t) jjC t 7s $ % ^=>t, tp^F for the treatment of such an allergic disease and 

M^<D^^t^^^M^}\^frt> an autoimmune disease in symptomatic 

Httfco L/^L&^k, :ti treatment. 

h<0%M%f&\t^Xh^ftt£?$i¥k However, sufficient effect is not acquired even if 

fi#kfti\ i'Jf^ffl^SSl/^cfe, it uses these chemicals, since the side reaction 

XsIMi^T^/i^fcfe, is strong, moreover 

•^W^ffltcfi^^^^ijpg^foo Since long-term continuous medication cannot 

tea -tit*, T be carried out, that usage had large limitation. 

^SB^6a?^E{i*ti"5fi*W Then, as means of the fundamental treatment 

ISiO^gtU, £ft{f?J«ii with respect to an allergic disease or an 

PJ^j££#Prf5yi~<5, #!lx.{^ Jjl autoimmune disease, it controls the excess 

foM£BJ!i&<D^M%1ftiffl1rZ>M response by the side of a biological body, for 

M^^ti%^^t-feW.jiW;<Dm example, development of the treatment method 

^m^< il^;ftTWc 0 using the chemicals and that which control 

multiplication of an antibody producing cell was 

desired strongly. 

[0 0 0 5] [0005] 

Wlfo$£t£}£$&l3E<?>& 4 5 Moreover, the timing of onset, such as hay 

yy&Wfrtefe&ltZtt Ltd, fever, is as follows to the clear illness. 

±i^(Di§MMJt^^P5tfy\^M It could also prevent onset by controlling the 

- t T?^Si[£rRj C w t i> *J excess response of a biological body 

$£Xfo*) s Z(Dfc£>(D^%htj:^ preclusively, and development of the effective 

PjtftfeM^&(DF$$£hM$.tiX prophylactic-treatment means for it was also 

V^fc 0 desired. 

[0 0 0 6 ] [0006] 

— 'tis vir-s H\ It is not known that the salt of a nucleoside, 

X 9 \sHr*f* KOlf^ft nucleotide, and nucleotide etc. will control 

fr^^j*!&©ifiStSrWifftl U £ multiplication of an antibody producing cell, and 

^(O^M^ft-R^^M^t^^ will, on the other hand, inhibit the excess 

t fi&btiT:Job*f\ Z-tih&s response reaction of a biological body, and it 

T WU^r— tt&I^ § S&S does not have the report which used these for 

^SWfKWf&SR^f&Sflcffi w the prophylactic treatment and treatment of an 

1iMfe\>t£\\ allergic disease and an autoimmune disease, 
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either. 

[0 0 0 7] [0007] 

imWfcffifcL «fc b t-fZ>m [PROBLEM TO BE SOLVED BY THE 

HI INVENTION] 

^IPJlfi, ±f2H-'£/^£>&£ti This invention was made from the 

tz h (DX'fo <0 , 7 wu^r— ^ above-mentioned viewpoint, 

ffi^g a&S^/ScojjfiH t ts: 5 While providing the chemicals which inhibit the 

(DMMMffcJxfc £r WrSOl" excess response reaction of the biological body 

•2k t<0t>tf, %n,W-jtsL£.My&(D leading to an allergic disease or an autoimmune 

^M*%y%\\-tZ>WiM : &Wi®;1rZ> disease and which divide and control 

t&\c, ^ <Dffi$.M\±%®l&$\iM multiplication of an antibody producing cell, by 

^J^gA^-fS^ tX\ ^^ktt;^ mixing this antibody productivity cell inhibitor, 

M< ^ -i~ftt£M$) : $: : &i- Z>7 v safety is high and it makes into a problem to 

>\,*$ — |£2£|^£^|| s ^tKidg provide the allergic disease therapeutic agent 

B&Sg&Sffe^Sr^t-t" 5r which has sufficient drug activity, and the 

t 3r bHH h ~t <5 0 autoimmune disease therapeutic agent. 

[0 0 0 8] [0008] 

[m-MZMfcl- Z>tzti)(D^m [MEANS TO SOLVE THE PROBLEM] 

^ ±f£!£H ; £r#?$: In order to solve the above-mentioned problem, 

•f"-5fc£>tc, i®SiJ^/&jxf&£:#i] the present inventors calculated for the 

^J1"S#)W^^feT, m*<D$) substance which inhibits excess response 

W&ttMt LXtfl{$m±M&$\i reaction, repeated the screening for the 

MYEffiltfaWAzx? \) antibody-producing-cell inhibitory effect against 

£Sfas§£Effl^£itfc/c;i£;S:, the index for the various substance, and 

^ 9 \sJri/ H\ ^ ? VJr=f- K; advanced research earnestly. 

^ ^ l/^f- K<Dt£^JnM££|l As a result, it discovered having the action 

^Wii^t^fqi^tJLT, ^J^ffr which the salt of a nucleoside, nucleotide, and 

£r ffiffl-f -5 fr^ffl £r -5 r. nucleotide controls multiplication of an antibody 

£ SrJiLtt} L^^^S-^^c^it producing cell, and inhibits excess response 

fc» reaction, and completed this invention. 

[0 0 0 9] [0009] 
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l-fcfrfcsWBWtt, That is, this invention is the 

K, % $ ^ir^f- YRXJ^. ? vir antibody-producing-cell inhibitor which is made 

f- Y <DiM.fr bMlttiZ) 1 MXlt up of one or more chosen from the salt of a 

2Saiii^/j:5W4lB)j& nucleoside, nucleotide, and nucleotide, the 

jrtJrtO^k Jklf^-ti&^iftJ&'ftb allergic disease therapeutic agent which 

LT*a^rt"<5T V)V*t — tt^'S contains this as an active ingredient, and the 

ffiWM, 3fetH^ £ B^S^S^R autoimmune disease therapeutic agent. 

[0010] [0010] 

^PIISttffli/^TL' Here, it is used as concept including the 

jv^c — ^M^f^$M^ § so-called prophylactic treatment which prevents 

M%\aWM^<D T/^j tit, the onset of the symptom other than the 

jlm^^rW^J h L< {i{£^£i£<5 treatment for controlling or reducing the 

fc&cDMcDftk^s SeJRO&Se symptom with the "treatment" in the allergic 

^rKCv^^S^'l^^fp^^'a' disease therapeutic agent which it uses for this 

tfWi&b LTfflv , > btiZ> a specification, and the autoimmune disease 

therapeutic agent. 

[0011] [0011] 

£*T> *3£^(-oVN-Ci¥^l-t& Hereafter, it explains this invention in detail. 

[0012] [0012] 

< 1 >*Wft<D%iW.M*EMti&&ii The antibody-producing-cell inhibitor of <1> this 

MM invention 

fc%W<Dfcfom±1®lJfaWl$\M The antibody-producing-cell inhibitor of this 

fi, % 9 uiri^ Ys % 9 invention is made up of one or more chosen 

YlkSJ-'Z? V-frf- Y<nWi^hM from the salt of a nucleoside, nucleotide, and 

f£tiZ> 1 mxU 2 «&±a» h t£ nucleotide. 

[0 0 13] [0013] 

w^T\ I'^v' Kirfitx W. Here, a nucleoside is the nucleic-acid related 

B£4l2s t W-WM1) t ffi / u Lfc&Hife substance which the nucleic acid base and the 

M%lkifcX*h V , Jlr&iftMfi, A monosaccharide bonded. 



2/21/2005 



10/30 



(C) DERWENT 



J P8-27008-A THOMSO N 

IS *~* 



f 7f y if 7 J > Specifically, it can show pyrimidine nucleosides, 

^^^U V%i7 Y\ > such as purine nucleosides, such as inosine, 

f*v^>\ ^5 v^>\ £ V isy^f adenosine, and guanosine, cytidine, thymidine, 

<D fc° y 5 % i? h*&m and uridine. 

^T?#6 0 JEt^ ClftJU^Mc^ Furthermore, it can also use deformation 

v'a. — K£ y i/^-^y^/Ui/v? nucleosides, such as a shoe dough lysine and 

>^<0&T&%9Vit*/Y , \>&& tubercidin, as an antibody-producing-cell 

W<Dljifcm±MftlMffl tLX inhibitor of this invention besides this. 

[0014] [0014] 

5* ^ u^*^* Kft±f£^ ^ u^* ^> One or more of the hydroxy! group of the sugar 

KWS^ro7KS?S©lffl£t±^ 5 chain of the above-mentioned nucleoside 

y >'^t^^7 t /^-&Lfct© formed ester bonds nucleotide with the 

Xfo 9 > Jrfr^J^fi, 4 J i/V phosphoric acid. 

S£> 7f-^t^ if7~jy^ Specifically, inosinic acid, the adenylic acid, 

i/^i/^M, vvHSL £ y guanylic acid, the cytidylic acid, the thymidylic 

i?/i'W£%$1tfi££\fbinZ>o - acid, the uridylic acid, etc. are mentioned. 

%i7 Viri/ KMfc^Tte, US' Here, in a nucleoside, the hydroxyl group 

S^^tiSTRSSSfl, 2 ' |i> phosphorylated exists in three places, 

3 ' $u 5* {4(7) 3 S§j5rt^£><5 2'-position, 3'-position,5'-position, therefore, 

<£>T\ ^^(D^tti^tKD^ ? u three kinds of isomers exist about each 

Or*? KI-o^T3 fiH(7)3§M4$: above-mentioned nucleotide. 

# s <5 0 S isl/fflt&ffliz. If inosinic acid is mentioned as an example, 

Wftfi\ r.;h,<bfi, 2' -4 these will be three kinds, 2'-inosinic acid, 3'- 

/ isyfSty 3 ' —4 J v^S^ inosinic acid, and 5'-inosinic acid. 
5 ' ->f J is*sWt<D 3 mxh&o 

[0 0 15] [0015] 

X i? KMfi, ±f2 Nucleotide, such as a monophosphate 

^*x/i4§n*Lfc y i'ScfciSEt^ compound, a diphosphate compound, and a 

y yi^^LfctWtfc 9 ^ triphosphate compound, is one of nucleotide 

i7 Uiri/ KM^^Lfc y >S£<7) with the number of the phosphoric acid which 

IfcMcfcO, — V y$&ik$), Ziy some which the phosphoric acid furthermore 

^SKk4fe, Hyytftft^©? bonded with the phosphoric acid which the 

9 K# 5 fc<5 0 $Ix.ff , -h above-mentioned ester bond made have, and 
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f£-f J is tit, 4 / is y— was bonded with the nucleoside. 

y yffc(DZ. t "Cfc<5;6 s , ^<D^ For example, the above-mentioned inosinic acid 

J *s y S£ <D X> t o -f y y — is an inosine monophosphate. 

5 ' y yjS£ ( 5 ' — -Y / However, there exist inosine- 5'-2 phosphoric 

icjEf- y vl^l^L/c: acid, inosine- 5'-3 phosphoric acid, etc. which 

-f / 5 ' -~])yM, 4 the phosphoric acid furthermore bonded with 

yyy-5' -HHyif^fc the one inosine- 5'-1 phosphoric acid 

6 0 (5'-inosinic acid) of that inosinic acid. 



[0016] 

^ Kt-t- b y * y 

7y^r~<?Jx, F!Jxf;l/7y 

^-^a, hy^y-^r^ 



[0016] 

Furthermore, although the salt of the 
above-mentioned nucleotide can also be used 
for the anlibody-producing-cell inhibitor of this 
inventioncjfjt is salt which can be accepted 
physiologically as such salt, there will be no 
limitation in particular, for example, salt with 
basic amino acids, such as salt with 
ammoniums, such as salt with alkaline-earth 
metal, such as salt of nucleotide and alkali 
metals, such as sodium, potassium, and lithium, 
magnesium, and calcium, an ammonium, a 
triethyl ammonium, and a tri ethanol 
ammonium, arginine, and a lysine, etc. will be 
mentioned. 



[0017] 



[0017] 

The antibody-producing-cell inhibitor of this 
invention is comprised using the salt of such a 
n ucleoside, nucleotide, and nucleotid e. 
However, in this invention, even if these use 
individually by 1 type, it is good, and it is 
sufficient to use in combination of 2 or more 
type. 

Moreover, in this invention, the salt of the 
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(c^^tli, 4 y 4 J > inosine, inosinic acid, and inosinic acid etc. is 

-f J *s preferably used among these compounds. 

L<fflV^btL-5 0 i«k Zfih(D In addition, the salt of these nucleosides, 

^^l^v'Ks ^^U^-^K, nucleotide, and nucleotide exists as a 

3* ^ u-^-^ Kco^li, ^g&Hli nucleic-acid affinity substance in the living body, 

tif ^LT4Wl:fffiLTfc moreover, each of these compounds are 

t) > £ tc Z. tl h <D\\^tfo fiferti marketed, therefore, the acquisition is easy. 

[0018] [0018] 

Hie* rtlbW^^ K> Furthermore, since the salt of these 

%f virj- K v i^^-f 1 - K£> nucleosides, nucleotide, and nucleotide exists 

± o iZ-feW^WMQ plentifully by the nucleic-acid affinity substance 

f§:X*£.fcPWlffllR\z.&fe{sX\^ as mentioned above in the living body, it is 

-tro^^ft^iiv^r. t needless to say that that safety is high. 

[0019] [0019] 

< 2 >«li?)7l/;^-tt^ Allergic disease therapeutic agent and 

Sin^iLRtFi B^Js^STrUe autoimmune disease therapeutic agent of <2> 

H this invention 

*56^©7l//i'^-tt^SI&S The allergic disease therapeutic agent and 

M&tFg B&S^tMp^^li^ autoimmune disease therapeutic agent of this 

±IEfitftjS£flBI[&fiirBI£iJ<Z> 1 Si invention contain the one or more of the 

Xlit 2MU±.&^$)J&ftk LT above-mentioned antibody-producing-cell 

"a^ 1~5 0 ^iE^J^NcfcttS inhibitor as an active ingredient. 

fcfcM±mnfflM<DftRll-i, An action of the antibody-producing-cell 

TWV^MIfcoVMlia inhibitor in the above-mentioned chemicals is 

f&&1&&<Dl%f8 k &*i5'£ft0> controlling the multiplication of an antibody 

iiiPJ>fl"/^(-i^-%-"t"5fei#:^4.^i producing cell which participates in the excess 

^(D^M&WU-^Z)^ kXh response of a biological body set as the cause 



3° of an allergic disease or an autoimmune 

disease. 

[0 0 2 0] [0020] 
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#36W0>7 Wi^— tt^fti&Si! Formulation of the allergic disease therapeutic 

MRlP&E,fbl&&f&ffiWM<nM agent of this invention, and the autoimmune 

ills — disease therapeutic agent, although not limited 

Nk\Z-9&M±$t&£M&&<D~ in particular, it mixes with harmless 1 type 

8u fc£ VMifcSlco^t: ^/K generally accepted pharmacologically or 

fifk iaj^W, $£^#h lM#k several kinds of vehicles, a holder, the 

jSa^PK M^^^M, 4 excipient, a binding agent, an antiseptic, a 

>^$h 3f fe#k $f^£iJ, JftH stabilizer, a flavoring agent, a coating agent, the 

ifS#k ^#J^t*M tinction, a glycocalyx agent, a disintegrator, a 

ftiLT, fS:#L M^iJ, filler, a lubricant agent, etc., it can set it as 

^y^ir/u^h 7K^^^^PS# injectable solutions, such as percutaneous 

$WI$J> ^ p — 5/ administration agents, such as oral 

a ^J^S&g^k administration agents, such as a tablet, a 

f&MWM^^&^Mh^t powder, granule, capsule, and a liquid 

5 ^ £: ^~C^ <5 0 ^ttbte, £ri medicine, salve, cream, and lotion, a sterile 

^^^^fflSSWl^J^J t LT±f£^ solution agent, and a suspension agent. 

9 Uiri/ Y\ ^ 9 v$r*f- KRtF It can manufacture these using a conventionally 

% V Vir^f- K<£>Ji[/^ b 51f3;tL<5 well-known technique other than mixing the one 

lMXfc2M£X±Z$Z&-f%£X or more chosen from the salt of the 

^(±> t^^^r^P^SW^fflV^T above-mentioned nucleoside, nucleotide, and 

M3ilrf 5 :t^t^5 0 nucleotide as an antibody-producing-cell 

inhibitor. 

[0 0 2 1 ] [0021] 

^'Jx.tt\ ±IS^r[#:^^?fffl^JJfifSy For example, it can make the medicine supply 

fflir^^^^^^f^ if^f*^ of the sweetening agents, such as expansion 

^(Dffi&M, ^^ettir/UD — 7. agents, such as the above-mentioned 

^(om&M, antibody-producing-cell inhibitor, excipient, 

T h ] J J±^F<Dl&ik such as binding agents, such as cornstarch and 

£0, ?Uf, i/a^^oi-frufeftl^ gelatin, and a microlith property cellulose, 

S2#J LTfS^J, potato starch, and a sodium alginate, lactose, 

Ms tiy±/^M^(DBa^^M and a sucrose, etc., and can make them into 

b*tZ)Z kfcX'i* <5 0 Jfcs & oral administration agents, such as a powder, a 

^Mtir^m^i, MBtl-X tablet, granule, and capsule. 

J£ltffl^@7Kx Xli^Ky^^l^ Moreover, when setting it as an injectable 

/i^^{£ffl£ti> fo solution, the water for injection or 
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-Sl^i^tU^tfc^iJ, Wt'iUffl, polyethyleneglycol is used as solvent, or it may 

flMHtSbflk ££#J, add a dispersant, a buffer, a solubilizing agent, 

K§5$K i7iBfete3!l^£i&gU:j& an isotonicity agent, a stabilizer, an antiseptic, 

C X OfclXl L"C t> i V \ an antioxidant, etc. as required to this. 

[0 0 2 2] [0022] 

&&& J 3-Mk'tzm&\ziit^ 7 When setting it as a percutaneous 

-fer.y>\ MW}'<7 7-1 >^<Dfik administration agent, hydrocarbons, such as 

fbfcSfcH, * Jfc^ifi* ?7P!) petrolatum and a liquid paraffin 

f©i7f;i'|, ^-y — T'Jft, Triglyceride-s, such as ester, such as a jojoba 

^ftm^O b y ^ D i? 7 KS> oil and beeswax, olive oil, and beef tallow 

i?^/— /K ^=/V7/V3- Higher alcohols, such as a cetanol and a 

/^CDi^jj&TVi^— Tsy- behenyl alcohol 

T y *<^sWb<OWS}W. Fatty acid, such as a stearic acid and behenic 

m, POESHfcfc-r^ift, xt acid 

T y ^y -fe7"f K*?05 Nonionic surface active agents, such as POE 

j — ^-^#®^tt^fj^ s hydrogenated castor oil and a stearic-acid 

7 *7 y /H5it8£:J- h y £ J±^<DT monoglyceride 

— ^^i4#®?£tt#J N 7U Anionic surface active agents, such as soap 

jvt>^=-^ ny^ Y^(D and sodium lauryl sulfate, cationic surface 

#^^:/t4#ffiSt±£l 7*V± active agents, such as a stearyl ammonium 

y >\ 1 , 3 — is-s^r— /u chloride, polyhydric alcohols, such as glycerol 

^O0BT/l'='—/^m, tfV^ and 1,3- butanediol 

'f-Ul^T*]) a— t y Moisturizers, such as polyethyleneglycol and a 

®^£>{fciS£!U ^7^<^M. if hyaluronic acid, antiseptics, such as parabens 

fr^lsfk? u;\"^3ci/i/l/Z£<D and a chlorhexidine gluconate, arbitrary 

ViUM. %W&MM. ftMit component, such as stabilizers, such as a 

Mt$<o£feW*$<D&tef&# 1 1 ultraviolet absorber and an antioxidant 

t ^±.tZtfH$m±'fflfl&1ftifflffl$: If the medicine supply of the above-mentioned 

Ic#J-t-*ifi\ tfcflf , 7 y — A N antibody-producing-cell inhibitor is made, it can 

yffl&fcftZ .I b&X* obtain the salve, cream, the lotion, etc. 

[0 0 2 3] [0023] 

^fc, R1f k:LT±fE^fcli£ Moreover, it can mix the above-mentioned 

&fflM$iJ#J£, ilfif, flSttJBK antibody-producing-cell inhibitor with the 
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IS^pB^a^fcK-n arbitrary component ordinarily mixed with 

ffcft k LX * MfflZtifc cosmetics, a quasi-drug, etc. similarly, and can 

ttHMftfflSr^rt" ZitWm, also use as the cosmetics which .have an 

%$?\-al>%Fk Ltit^i k h»! excess response inhibitory effect, a quasi-drug, 

tlT?&3„ etc. 

[0 0 2 4] [0024] 

Hfc, -ti£><£>^#JU:i2 % £ffc Furthermore, according to the various 

iS$Uft/&KJfofc{ft&L;&5^&& objectives, it can also add other 

jE^^&ftJX-S^i&ll?!^^ drug_components, such as inflammation which 

ft!lW»^53-^#fIS^j(--&^ tends to be concurred with for 

i±"T^Px.5 i k & "Tfb~Cfo<5 0 overbiological-body response reaction, and an 
i/yu^r— anti-inflammatory agent which restrains 

^fe 5 V Mi i S^g^Sf&SSE^ redness, to these chemicals. 

<Otii-MftMBA\*sM&<Dffl&s The suitable dose of the allergic disease 

SEt^ S#cd<^<tj\ ttS'J^ f£Jl therapeutic agent of this invention or the 

J: 9 J$AlAl autoimmune disease therapeutic agent 

B^y-c^ ^tM^UBM^J changes with the kind of illness, the symptom, a 

©ft k LT N aitH-C 1 0 ~ 5 patient's age, sex, body weights, etc. 

0 0 m g % j&Q$l$-MX 2 0 ~ It is 20 - 1000 mg in 10 - 500 mg, and an oral 

1 000mgT*fe5o lL(-£F"£ administration agent at an injection as a 
L<fi, iBLfriMX 5 0 ~ 2 0 0 quantity of- adult 1 person 1 sunny and an 
m g , gPS-^it 1 0 0 ~ 3 antibody-producing-cell inhibitor. 

0 0 m g XfoZ> 0 &tt3!|tf>&4 More preferably, it is 100 - 300 mg in 50 - 200 

Jjfek LtlJ, f^JUftl*^-^ If] mg, and an oral administration agent at an 

JKrtifc-^ P«ft&#, injectable solution. 

S4x OTrtjft-Ss £T&-^ As the administration method of an injectable 

fcfflTFXg %>„ solution, it can show an intravenous 

administration, the administration in an artery, 
an intraportal administration, an intraperitoneal 
administration, an intramuscular administration, 
a subcutaneous administration, etc. 

10 0 2 5] [0025] 

Bifk&^fflcDMRllkRXf Moreover, the dose and the application method 
iiffl^fefi, < &fe$k J 3-M?)±sk of a percutaneous administration agent should 
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\^LXtKWM^M^MUM^: just apply to Mr. several-times 1 the chemicals 
0. 1 ~ l 0 Jiik%^^r£i±-fc which contained the antibody-producing-cell 
Wffltes 1 0 &M—$k\z.&M\Z- inhibitor 0.1 to 10weight% to the whole quantity 
^fir1"tifi*,i:v\ «£ •JfcP of a percutaneous administration agent on the 

£ ^fo&m$immmfflM(D^ 1st at an affected region. 

V^;i(2\ 1 ~5li%t* Furthermore, if the content of a more preferable 
fe-5o i«K B:fe$k I }-ffl<DMJ& : $ antibody-producing-cellinhibitorismentioned.it 
{SfCOVNTfi, i> # % J£c7>g will be 1 to 5 weight%. 

tHSl5#K:£ if££>1\ TO^tf)' In addition, about the adaptive part of a 
£#£>&jf Mliffl BT£6"Cfc5 0 percutaneous administration agent, it does not 

remain in a face, a hand, and the exposed part 
of a leg, but can apply to the skin of the whole 
body, such as a scalp. 

10 0 2 6] [0026] 



(ffffll [OPERATION] 

*%W<DVifcm±®lffa1ftimM The antibody-producing-cell inhibitor of this 

1^ fafcM£.'m$&(Di%M : &ttiM invention is controlling multiplication of an 

■t&^bX*, ±fc(DiltMtt!fcR antibody producing cell, and has the action 

!&&1ftiMi~ : 5i / Effl%:^i~Z> 0 £A which inhibits the excess response reaction of a 

Tl-s ^W<Dtflftm±m%&$\i. biological body. 

MM t LT > 3g 1 iz.7jkir %?%.(D Below, it describes various kinds of nucleosides 

^ f \/3r\/ V\ % $ UJrJ- K£a shown in Table 1, and evaluation experiment of 

Z^^tctfLfaM^fflnfflifRl the antibody-producing-cell inhibitory effect 

^f¥ffi^i£t-oi^Ty^<3 0 using nucleotide salt as an 

antibody-producing-cell inhibitor of this 

invention. 

[0 0 2 7] [0027] 

fai$M±'fflffoWffli / ERI<7)W$b Evaluation of an antibody-producing-cell 

(i, i/x.)Wy (Jern) bfc inhibitory effect used the method of counting the 

W^L/c^ik'/y — ^fe number of antibody producing cells of a spleen 

(Science, 140,405, 1963) cell according to the hemolysis plaque method 

oT, Wmii&<Dffifcm±mJ&Wti (Science, 140,405,1963) which Jern (Jern) and 

£rftlH~ 5^&Srfflv^c 0 others developed. 
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10 0 2 8] [0028] 

l#6BE-5o6 0Mffii<D%ffid Six per group 

d y ^tftt-r 9 f¥<£> 5 *> 1 Inside of 9 groups of 60 week-old old age ddy 

mfcl*=i> hn-/U£ LT41 system male mice 

fl&<0 8#fcri*lfc Inlgroup 

* U'^-v' K % It is the physiological saline as control, to 

•frf K$l£ 5 g/mL©j||t' another 8 groups, it intraperitoneal^ 

^Wi"5£3l!£t£[7K^fl£&\ 1 administered the various nucleosides shown in 

GE^fc^O. 5mL^oJjtfl$i*) Table 1, and every 0.5 mL per animal of 

S^L/Co physiological-saline solutions which contain 

nucleotide salt by concentration of 5 g/mL. 

[0 0 2 9] [0029] 

^<D'& S ±-?<y*[C4 x l O 8 After that, it administers 0.25 mL (SRBC) of 

f®/m L (D^-^sk^. (SRBC) mutton erythrocytes of 4*1 0 8 / mL at a time to 

£•0. 2 SraL'joS^-L, !i all mice, and made it sensitize. 

f££-frfc 0 Jfitfsfcl BB, 2 0 It intraperitoneally administered every 0.5 mL 

3 0 @ colt 3 0, per animal of the same test solution as what 

^ ^{^fut-S-^-Lfct.cD.tlH] was administered before the sensitization like 

C|i$i&?j&&\ ^{^bu the administration before a sensitization to all 

^(cLTHZE^fc'JO. 5mL mice a total of 3 times of the first day, second 

<$^m.f&tH& J 3- Ltc 0 day, and third day after a sensitization. 

[0 0 3 0] [0030] 

#WWR©llttBrt8!-5-S|*7 OS It extracted spleen of the mouse of each group, 

0 , =&S¥tf>-7 ? x<D#fl$£Mtij detected the antibody producing cell in a spleen 

U MWffe$(Dtfifom±mi!foZ cell according to the method of jern and others, 

iy^^yh<D^m^mCX^m and measured that number of cell on the next 

U -t9*IHllS&&gt8!lLfc„ r. day of the intraperitoneal-administration 

cofti'J^^SrffiV^T, =i > h o completion of each test solution. 

~fr&<nfofaMQEMJfo&.frb% It calculated the value which applied 100 to the 

? \yiri/ h\ % 9 \sjr=f- K^S value which divided the value which subtracted 

43¥<Dft#:gi£#BJ}S£&:3r3l Wc the number of antibody producing cells of a 

fit<Sr =i V h n — ;U8|co}ft#:II'|£ nucleoside and a nucleotide salt administration 

ftWffe%LX*$zLtii@.\z. 10 0 group from the number of antibody producing 
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ft fc HE ^.ti^lni^M^E. cells of a control group with the number of 

ftH&ttyffl&bLXWMlz.M^ antibody productivity cell of a control group 
tz 0 ft, fcWM£MlfeMM^V> using this measured' result, and used for 
ttJflwffl^fc##©ffiflcjgtej|in evaluation by making this into an 
l&fffis 6 r> x wip antibody-producing-cell control rate. 

i^HT'fcofCo $^£r* 1 \^7F In addition, the number of antibody productivity 
1~° cell of each group used for calculation of an 

antibody-producing-cell control rate was the 
average value of the mouse of each six groups. 
A result is shown in Table 1 . 

[0 0 3 1 ] [0031] 
l&l] [TABLE 1] 









1 1 




29 




9 




1 3 




9 




2 1 




9 




1 4 



Antibody-producing-cell inhibitor 
Antibody-producing-cell control percentage (%) 

Inosine 

Inosinic acid sodium 
Thymidine 

Thymidylic-acid sodium 
Adenosine 
Adenylic acid sodium 
Guanosine 
Guanylic acid sodium 
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[0 0 3 2] [0032] 

^ <D&%£ "0 , *mm<Dffi&m From this result, it can say that the nucleoside 

£$M&$]$!l#jT*fc5* ? Viri/ which is the antibody-producing-cell inhibitor of 

H\ ^ V u^rf- Y&MYHfcfcM this invention, nucleotide salt, etc. have a 

Mflaoii^^WJLTV^Sr. controlling-multiplication of antibody producing 

ktfifrfrV s mt-ctO, cell side loan, and the action to which the 

W<Dfai$m±nPvMMft±fc antibody-producing-cell inhibitor of this 

<VffiMMfoEiJfo : $:$\l$\'$~Z>ifcffl invention inhibits the excess response reaction 

<5 t v^^:5 0 of a biological body by this. 

[0 0 3 3] [0033] 

HM, Jifa^^"Cfi, -7^1 Furthermore, in the above-mentioned 

ESfc ■? ^ U^-i/ H\ ^ experiment, although there were very many 

l/^ - ^ KiicD&4-ifc/^$i#>"C# nucleosides per mouse and dosages of 

^ofcdfcj&^fckT, nucleotide salt, there is no mouse which started 

E C Ifcv £ * fi^ < ft < , ^ abnormalities and it turns out that the safety of 

&W<DtiL&M&.tol&1ftfaffl<D£ the antibody-producing-cell inhibitor of this 

^tt/^iffiv^r. kifit>t*Z> 0 ■ invention is high. 

[0 0 3 4] [0034] 

Z.(DWl^KWM^MUM Moreover, by the antibody productivity cell 

% : $?)}J&'fr b Lt^tt57l/ growth inhibitory effect which was excellent in 

^^f-KIMI^SeM the above-mentioned nucleoside which is that 

a£Ei&SK3£M\ : t<Dfi®}f$'£x* active ingredient, nucleotide, and nucleotide 

&<5±fci^ ? K\ ^^1/ salt, the allergic disease therapeutic agent 

h\ ^ ^ u-^-f - KifecoUti which contains such an antibody productivity 

Iz&fcM&m&ffi&foMlfemz. inhibitor as an active ingredient, and the 

J; "9 , £#<DjgpJ^S|fcJS2r#lJ autoimmune disease therapeutic agent inhibit 

rfrJL, ±3£cDcfc 5 &£#Wi^fiJ the excess response reaction of a biological 

^J&ixJ&^Hia^ body, and work effectively to the treatment of 

7W^- t££J3K , £E$&l&f£ the various allergic diseases and the 

&<£>in$eM#t LTW^iilcfj!) < t> autoimmune disease by which excess response 

CO T? 5 o reaction of the above biological bodies is set as 
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a cause. 

[0 0 3 5] [0035] 

jgU:, T Wi'^-ttES^Se Furthermore, the timing of onset, such as hay 

ft®M&<D 5 *3"?i>s fever, is as follows to the clear illness also 

&£)£3feM.(D$ 4 $ W&Wfr among an allergic disease or an autoimmune 

LTfi, ±!E2£*iJ<0 disease in particular. 

S-^f-J;!9 N f&fctftMttM By administration of the above-mentioned 

Wli5E^^JLT*5< :it\ chemicals, by controlling multiplication of the 

Tissue— J$\cMi~ : b±1fc<D$t antibody productivity cell beforehand, it can 

fflttfo&ftlffll-ZZ. t#"C#, control the excess response of the biological 

IS^i: LX : t<D?&1$E.%:p5<;k v> body with respect to an allergy field, and can 

b ^Pi$h%iW;<D%)%:*Wtz.l£Z> also give the effect of the prophylactic treatment 

- t h pTtb*C$)5o of preventing that onset as a result. 

[0 0 3 6] [0036] 

1**99] [EXAMPLES] 

WTIu, ^iSWWfiiflcjg^SBfla Below, it explains the Example of the allergic 

$bfflffl$:1$ : W-f'Z)T W/U=¥*H4 disease therapeutic agent containing the 

^SMM^geM^S^ antibody-producing-cell inhibitor of this 

WiM^^MM&WLtylir&o ft, invention, and the autoimmune disease 

WTf-ffl V > SIB^-Sfi^TaS therapeutic agent. 

pB<t"t~<5 0 In addition, all the blending quantities that it 

uses for below are taken as weight part. 

[0 0 3 7] [0037] 

[^*#ll~6] [EXAMPLE 1-6] 

mnm Granule 

I20^^7y Kig^S It is a balance lump to a "GRAD" granulator 

ffiiilU^-e^ Lfc about the component of Table 2, after mixing by 

^ WMM^X^^^MB low speed rotation, it granulates spraying water 

^ia&L, 4 0°C"C4 8 BrFfNK by a high velocity revolution, after making 

j£J&S£J*L-;fcgK HiiLTg^ ventilation dryness at 40 degrees C for 48 

LM^M^^tCo $.tz^ IrIIHIc hours, it made the sieving, and it made the 
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LX*%W<DVifom±®\R&mffl grading and obtained the granule. 
ffl&'SfiLfo^lk&fflfD&'fiiM Moreover, it manufactured the granule of 
^-^JabfCo Comparative Example which does not contain 

the antibody-producing-cell inhibitor of this 

invention similarly. 

10 0 3 8] [0038] 
1^2] [TABLE 2] 







m 




S 








m 


m 


m 




Jtttffl 


l 


2 


3 


4 


5 


6 


1 




5 0 


















30 












97Jlr> 






5 0 


















5 0 


















5 0 


















5 0 




m 


3 0 


30 


30 


3 0 


3 0 


3 0 


3 0 




1 5 


25 


1 5 


1 5 


1 5 


1 5 


5 5 




5 


1 5 


5 


5 


5 


5 


1 5 



Component 

Blending quantity (weight-part) 
Example 

Comparative Example 
Inosine 

Inosinic acid sodium 

Guanosine 

Thymidine 

Thymidylic-acid sodium 

Uridine 

Lactose 
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Crystalline cellulose 
Hydroxypropyl methylcellulose 



[0 0 3 9] 



[0039] 



[HJS0II7] [EXAMPLE 7] 

&W£|J Injectable solution 

S3 lZ7ikir®ijjf&ft$;MW»Sfe It makes the churning solubilization of the 

ftl£-i^ 0. 1 y W^Tt-f X prescription component shown in Table 3. 

T'itiit^^L It filtrates and sterilizes with the filter of the pore 

TV?M^%i% L&#t#J£ size of 0.1 micron, it filled the ampoule, and 



obtained the injectable solution. 



[0 0 4 0] 



[0040] 



[S3] 



[TABLE 3] 







mm 


1 0. 0 
0. 5 
8 9. 5 



Component 

Blending quantity (weight-part) 



Inosinic acid sodium 
Sodium chloride 
Distilled water 
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IMMM 8 ] [EXAMPLE 8] 

MtK^W Hydrophilic ointment 

M4\C7jk-$-$ i Jjf$ft$;- — y— it m jxed with the kneader the prescription 
~CM,W0 LIStK!^ 3r#fc e £ component shown in Table 4, and obtained the 
Yc, PI«fcLT.#»9l<Z>tfiffcH hydrophilic ointment. 

£WJSWfliPJ&^Lfc^Wstfc Moreover, it manufactured the hydrophilic 
M<DM7k%Kn&MTs:Lti 0 ointment of Comparative Example which does 

not contain the antibody-producing-cell inhibitor 

of this invention similarly. 

[0 0 4 2] [0042] 

[TABLE 4] 



'* » 


e it m 






mm 




5, 00 






2 3. 7 5 


25. 0 




19.00 


2 0. 0 




11.40 


12.0 




3. 8 0 


4. 0 




0. 9 5 


1. 0 




0. 0 9 5 


0. 1 




0. 0 9 5 


0. 1 


mm 


3 5. 9 1 


37. 8 



Component 

Blending quantity (weight-part) 
Example 8 

Comparative Example 2 



Inosinic acid sodium 
White vaseline 
Stearyl alcohol 
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Propylene glycol 

Polyoxyethylene hydrogenated castor oil 60 

Glyceryl monostearate 

methyl paraben 

Propylparaben 

Pure water 



[0043] 

[EXAMPLE 9] 

Skin external liquid agent 
^5(^i"M^fife4>S:^ffl."CJS It made the churning solubilization of the 
t^prflSftU&Jt^ffl*SJSr# prescription component shown in Table 5 at 
tCo room temperature, and obtained the skin 

external liquid agent. 

[0 0 4 4] [0044] 

l$t 5 ] [TABLE 5] 









5 




2 




5 




5 




0. 1 


mm. 


82. 9 



Component 

Blending quantity (weight-part) 



Inosinic acid sodium 
Dipotassium hydrogenphosphate 
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Glycerol 
1,3- butanediol 
Benzalkonium chloride 
Pure water 



[0 0 4 5] [0045] 

<*$m<OT Evaluation of the allergic disease therapeutic 

^M<vWB>±BUW\X'&(b agent of this invention> 

fotz&MMffllZ^^X^ 7 ft" About the various chemicals obtained in the 

—&&M&(Dm&%RUl£ffim above-mentioned Example, I had the disease 

^^B^^^ti^fti^i^'r 7, person of an atopic dermatitis, and the disease 

h £r ITt) £>l\ T Wi^^f — |4 person of hay fever each do a real usage test, 

^JBf&SfHt LT©MH?i and it evaluated the effect as allergic disease 

Lfc 0 therapeutic agent. 

[0 0 4 6] [0046] 

(1) T b Mififc^t" (1) The effect with respect to an atopic 

5^)^: dermatitis 

T h t°— fefcflllfcizffitts^y It divides into two groups 20 panelists who 

— 2 0^£ 2 oco^Ow- :/t£# worry about an atopic dermatitis, and I had the 

ft* — ^Vi/— :/ tc{i^ife^)J hydrophilic ointment of Comparative Example 2 

8 X*&bfrltzM7k$k1f %\ h 0 each used for another group for one month by 

—Jy<D?/i'—y\£l$tt%t$l2<D the usual method, and had the hydrophilic 

M&CDjjfeX^ti ointment obtained by one group in Example 8 

^fti 1 tr ft F*K£ffl LT t> b V\ reply to it by a questionnaire about the 

{£fflfHi£&;^b 1 tr B WifcfiEVtV) improvement rate of the symptom one month 

^flto^TTy^- bX% after the beginning of using. 

X.Tt)^ofc 0 ffi%:$:^6\z.7F A result is shown in Table 6. 



"to 

[0 0 4 7] [0047] 

1*6] (TABLE 6] 
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it4£#J2 


3k # L ft 


5 


2 




5 


8 


■ ft U ft 


0 


0 



The improvement factor of an atopic dermatitis 
Questionnaire reply number 
Example 8 

Comparative Example 2 

It has improved. 
It does not change. 
It aggravated. 



[0 0 4 8 ] 

So 



[0048] 

This result shows that the hydrophilic ointment 
for the allergic diseases of this invention is 
superior in the effect of improving the symptom 
of the atopic dermatitis which is one of the 
illness from which overbiological-body response 
reaction occurs owing to compared with the 
hydrophilic ointment of Comparative Example 
which does not contain the biological-body 
production cell inhibitor of this invention. 



[0 0 4 9] 

(2) 'im&\cm-&$hMk 



[0049] 

(2) The effect with respect to hay fever 

After it divides 20 disease persons of hay fever 

into every ten-person two groups arbitrarily, I 
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—JjW^—'T'lZ.liiMWi ^had every 1g of granule obtained by one group 

ffl 2 T1# h titcMftiM Sr. 9 in Example 2 per taken day for one month from 

— ~)5<r>^)\r— y"\CltitW\ 1 <D February which it is about one to two months 

MUM before cedar pollen each scatters the granule of 

1 ~ 2 >rM Wn?hZ> 2 £ Comparative Example 1 in another group, and 

i 1 ? H^ffilBlg ^oll the scattering stage of the cedar pollen of that 

bTt.?>V\ %<D4E-<Dfc1&%ft(D year finished, I had it answer by a questionnaire 

MWMtmh^ tz.'\k, fflfofc what kind of condition the symptom of hay fever 

<Dmm^(omfi^X'h^tz. was. 

fr*TVr— ht^ittbo A result is shown in Table 7. 

[0 0 5 0] [0050] 

1*7] [TABLE 7] 













5 


1 




4 


7 




1 


2 



The improvement factor of hay fever 
Questionnaire reply number 
Example 2 

Comparative Example 1 

It was lighter than the ordinary year. 

Ordinary year passage 

It was heavier than the ordinary year. 
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[0 0 5 1 ] 



[0051] 



r <D%£$k£ <9 , #%W<D±ftM It is clearer than this result that the granule for 

£jNM&ttlfi!WJS:'£fl' L&l^Jtlfc the allergic diseases of this invention is superior 

mom^LMl^it^X , *%m<0 in the effect which treats onset of hay fever 

T \s)\s3?—> tt^Sfflco^^i^iJ preclusively compared with the granule of 

#\ 1feffiM<D%lE.$: : fp3tf}\z.ife Comparative Example which does not contain 

£Et"52b££flHiTlo3:: tifi the biological-body production cell inhibitor of 

VftfrVfoZ> 0 this invention. 

[0 0 5 2] [0052] 

[1W©M] [ADVANTAGE OF THE INVENTION] 

&%W<DtfLfcm±Mlfan%t\M When it has the action which controls 

(±. tflfcM£.'M&<Vi%M : &$i>M multiplication of an antibody producing cell and 

"t~<5f > F i ffl£rW L N £f£ii^fiJ£j-j£ overbiological-body response reaction is 

Rfc&Vvffl-t 5 ±, ££ttt>iwi inhibited, the safety of the 

V\ "kits rti^-^^-f 57 U- antibody-producing-cell inhibitor of this 

/udf— te&&f&a?3H, iS^SE invention is also high. 

&&t&&M\*. ^tiiD<D%i&& Moreover, the allergic disease therapeutic 

fatitt&^s^ $>-5l N t2, zti agent containing this and the autoimmune 

b<DM&%:^f'®j&)iz.t&%£-i-Z)$) disease therapeutic agent can carry out a 

^^r^Ti'S b&K, long-term continuous duty while having the 

ffl/5 s B]"^"C&5o effect which treats these illness, or the effect 



which treats these illness preclusively. 
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